1/48 

ATGGCCCAAGCCCTGCCCTGGCTCCTGCTGTGGATGGGCGCGGGAG 

TGCTGCCTGCCCACGGCACCCAGCACGGCATCCGGCTGCCCCTGCG 

CAGCGGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGA 

GACCGACGAAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGT 

GGAGATGGTGGACAACCTGAGGGGCAAGTCGGGGCAGGGCTACTAC 

GTGGAGATGACCGTGGGCAGCCCCCCGCAGACGCTCAACATCCTGG 

TG G ATAC AGG C AG C AGTAACTTTG G AGTGG GTG CTG CCCCCC ACCC 

CTTCCTGCATCGCTACTACCAGAGGCAGCTGTCCAGCACATACCGGG 

ACCTCCGGAAGGGTGTGTATGTGCCCTACACCCAGGGCAAGTGGGA 

AGGGGAGCTGGGCACCGACCTGGTAAGCATCCCCCATGGCCCCAAC 

GTCACTGTGCGTGCCAACATTGCTGCCATCACTGAATCAGACAAGTT 

CTTC ATC AAC GG CTCC AACTG G G AAG G C ATCCTG G G G CTG G CCTATG 

CTGAGATTGCCAGGCCTGACGACTCCCTGGAGCCTTTCTTTGACTCT 

CTGGTAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAGCTTTG 

TGGTGCTGGCTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCG 

GAGGGAGCATGATCATTGGAGGTATCGACCACTCGCTGTACACAGGC 

AGTCTCTGGTATACACCCATCCGGCGGGAGTGGTATTATGAGGTGAT 

C ATTGTG CGG GTG G AG ATC AATG G AC AG G ATCTG AAAATG G ACTG C A 

AGGAGTACAACTATGACAAGAGCATTGTGGACAGTGGCACCACCAAC 

CTTCGTTTGCCCAAGAAAGTGTTTGAAGCTGCAGTCAAATCCATCAAG 

GCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTCTGGCTAGGAGA 

GCAGCTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAACATTTTCC 

CAGTCATCTCACTCTACCTAATGGGTGAGGTTACCAACCAGTCCTTCC 

GCATCACCATCCTTCCGCAGCAATACCTGCGGCCAGTGGAAGATGTG 

GCCACGTCCCAAGACGACTGTTACAAGTTTGCCATCTCACAGTCATC 

CACGGGCACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTACGTTG 

TCTTTGATCGGGCCCGAAAACGAATTGGCTTTGCTGTCAGCGCTTGC 

CATGTGCACGATGAGTTCAGGACGGCAGCGGTGGAAGGCCCTTTTG 

TCACCTTGGACATGGAAGACTGTGGCTACAACATTCCACAGACAGAT 

GAGTCAACCCTCATGACCATAGCCTATGTCATGGCTGCCATCTGCGC 

CCTCTTCATGCTGCCACTCTGCCTCATGGTGTGTCAGTGGCGCTGCC 

TCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTGATGACATCTCC 

CTGCTGAAG 
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CCATGCCGGCCCCTCACAGCCCCGCCGGGAGCCCGAGCCCGCTGCCCAGG 

CTGGCCGCCGCSGTGCCGATGTAGCGGGCTCCGGATCCCAGCCTCTCCCCT 

GCTCCCGTGCTCTGCGGATCTCCCCTGACCGCTCTCCACAGCCCGGACCCG 

GGGGCTGGCCCAGGGCCCTGCAGGCCCTGGCGTCCTGATGCCCCCAAGCT 

CCCTCTCCTGAGAAGCCACCAGCACCACCCAGACTTGGGGGCAGGCGCCA 

GGGACGGACGTGGGCCAGTGCGAGCCCAGAGGGCCCGAAGGCCGGGGCC 

CACCATGGCCCAAGCCCTGCCCTGGCTCCTGCTGTGGATGGGCGCGGGAG 

TGCTGCCTGCCCACGGCACCCAGCACGGCATCCGGCTGCCCCTGCGCAGC 

GGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGAGACCGACG 

AAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGTGGAGATGGTGGAC 

AACCTGAGGGGCAAGTCGGGGCAGGGCTACTACGTGGAGATGACCGTGGG 

CAGCCCCCCGCAGACGCTCAACATCCTGGTGGATACAGGCAGCAGTAACTT 

TGCAGTGGGTGCTGCCCCCCACCCCTTCCTGCATCGCTACTACCAGAGGCA 

GCTGTCCAGCACATACCGGGACCTCCGGAAGGGTGTGTATGTGCCCTACAC 

CCAGGGCAAGTGGGAAGGGGAGCTGGGCACCGACCTGGTAAGCATCCCCC 

ATGGCCCCAACGTCACTGTG CGTG CCAAC ATTG CTG CCATC ACTG AATCAG A 

CAAGTTCTTCATCAACGGCTCCAACTGGGAAGGCATCCTGGGGCTGGCCTAT 

GCTGAGATTGCCAGGCCTGACGACTCCCTGGAGCCTTTCTTTGACTCTCTGG 

TAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAGCTTTGTGGTGCTGG 

CTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCGGAGGGAGCATGAT 

CATTGGAGGTATCGACCACTCGCTGTACACAGGCAGTCTCTGGTATACACCC 

ATCCGGCGGGAGTGGTATTATGAGGTGATCATTGTGCGGGTGGAGATCAAT 

GGACAGGATCTGAAAATGGACTGCAAGGAGTACAACTATGACAAGAGCATTG 

TGGACAGTGGCACCACCAACCTTCGTTTGCCCAAGAAAGTGTTTGAAGCTGC 

AGTCAAATCCATCAAGGCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTC 

TGGCTAGGAGAGCAGCTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAAC 

ATTTTCCCAGTCATCTCACTCTACCTAATGGGTGAGGTTACCAACCAGTCCTT 

CCGCATCACCATCCTTCCGCAGCAATACCTGCGGCCAGTGGAAGATGTGGC 

CACGTCCCAAGACGACTGTTACAAGTTTGCCATCTCACAGTCATCCACGGGC 

ACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTACGTTGTCTTTGATCGGG 

CCCGAAAACGAATTGGCTTTGCTGTCAGCGCTTGCCATGTGCACGATGAGTT 

CAGGACGGCAGCGGTGGAAGGCCCTTTTGTCACCTTGGACATGGAAGACTG 

TGGCTACAACATTCCACAGACAGATGAGTCAACCCTCATGACCATAGCCTAT 

GTCATGGCTGCCATCTGCGCCCTCTTCATGCTGCCACTCTGCCTCATGGTGT 

GTCAGTGGCGCTGCCTCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTG 

ATGACATCTCCCTGCTGAAGTGAGGAGGCCCATGGGCAGAAGATAGAGATT 

CCCCTGGACCACACCTCCGTGGTTCACTTTGGTCACAAGTAGGAGACACAGA 

TGGCACCTGTGGCCAGAGCACCTCAGGACCCTCCCCACCCACCAAATGCCT 

CTGCCTTGATGGAGAAGGAAAAGGCTGGCAAGGTGGGTTCCAGGGACTGTA 

CCTGTAGGAAACAGAAAAGAGAAGAAAGAAGCACTCTGCTGGCGGGAATAC 

TCTTGGTCACCTCAAATTTAAGTCGGGAAATTCTGCTGCTTGAAACTTCAGCC 

CTGAACCTTTGTCCACCATTCCTTTAAATTCTCCAACCCAAAGTATTCTTCTTT 

TCTTAGTTTCAGAAGTACTGGCATCACACGCAGGTTACCTTGGCGTGTGTCC 

CTGTGGTACCCTGGCAGAGAAGAGACCAAGCTTGTTTCCCTGCTGGCCAAA 

GTCAGTAGGAGAGGATGCACAGTTTGCTATTTGCTTTAGAGACAGGGACTGT 

ATAAAC AAG C CTAACATTG GTG C AAAG ATTG CCTCTTG AATT 
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MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRL 

PRETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPP 

QTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVY 

VPYTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGS 

NWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAG 

FPLNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIV 

RVEINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIK 

AASSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTN 

QSFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIM 

EGFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLR 

QQHDDFADDISLLK 
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ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPPQT 

LNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVP 

YTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNW 

EGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFP 

LNQSEVLASVGGSM I IGG IDHSLYTGSLWYTPI RREWYYE VI IVRV 

EINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAA 

SSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQ 

SFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIME 

GFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

GYNIPQTDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLR 

QQHDDFADDISLLK 
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MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRL 

PRETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPP 

QTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVY 

VPYTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGS 

NWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAG 

FPLNQSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIV 

RVEINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIK 

AASSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTN 

QSFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIM 

EGFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

G YN I PQTDE DYKDDDDK 

FIG. 3A 

ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMTVGSPPQT 

LNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVP 

YTQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNW 

EGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFP 

LN QS E VLAS VG GSMIIGGIDHS L YTG S LW YTP I RR E W YYE V 1 1 VR V 

EINGQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAA 

SSTEKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQ 

SFRITILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIME 

GFYVVFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDC 

G YN I PQTDEDYKDDDDK 
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GEC of recombinant B-secretase 

670kD 158kD 44 kD 




fraction number 



FIG. 4 
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CTGTTGGGCTCGCGGTTGAGGACAAACTCTTCGCGGTCTTTCCAGTACTCTTGGATCGGAAAC 

CCGTCGGCCTCCGAACGGTACTCCGCCACCGAGGGACCTGAGCGAGTCCGCATCGACCGGAT 

CGGAAAACCTCrCGACTGTTGGGGTGAGTACTCCCTCTCAAAAGCGGGCATGACTTCTGCGCT 

AAGATTGTCAGTTTCCAAAAACGAGGAGGATTTGATATTCACCTGGCCCGCGGTGATGCCTTT 

GAGGGTGGCCGCGTCCATCTGGTCAGAAAAGACAATCTTTTTGTTGTCAAGCTTGAGGTGTGG 

CAGGCTTGAGATCTGGCCATACACTTGAGTGACAATGACATCCACTTTGCCTTTCTCTCCACAG 

GTGTCCACTCCCAGGTCCAACTGCAGGTCGACTCTAGACCC 



FIG. 14A 
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FIG. 17A FIG. 17B 
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A. AB(x-40) production in 293T ceils co-transfected 
with APP and Bsecretase 
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FIG. 19A 
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FIG. 19B 
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CMV 




FIG. 21 



